Afatinib is an oral tyrosine kinase inhibitor (TKI) that inhibit Endothelial Growth Factor Receptor (EGFR), Human Epidermal Growth Factor Receptor 2 (HER2), and HER4. The common side effects of EGFR TKI are rash, acne, diarrhea, stomatitis, pruritus, nausea, and loss of appetite. Drug induced pneumonitis is the less common adverse effects of EGFR TKI. Afatinib, 2nd generation EGFR TKI is anticipated to overcome drug resistance from 1st generation EGFR TKI according to preclinical study, and several studies are being conducted to compare clinical efficacy between 1st and 2nd EGFR TKI. Several cases of rug induced acute fatal pneumonitis were reported after use of erlotinib or gefitinib. However, a case of acute fatal pneumonitis associated with afatinib was note reported except drug induced pneumonitis in other clinical study. Here, we present a cases of acute severe pneumonitis related with afatinib in metastatic lung adenocarcinoma with literature review.
INTRODUCTION
Lung cancer is the leading cause of death due to malignancy. It has a poor prognosis and the 5-year survival rate is only 15%. Most lung cancers are asymptomatic; therefore, the majority of patients are diagnosed with late-stage disease, which restricts treatment options, with the exception of chemotherapy.
However, the identification of EGFR mutations and the introduction of epithelial growth factor receptor-tyrosine kinase inhibitors (EGFRTKIs) have expanded treatment options and improved results. On average, acquired drug resistance to erlotinib and gefitinib, 1st-generation EGFR-TKIs, has been observed between 8 and 16 months of use. 1) Afatinib, a 2nd-generation EGFR-TKI, is expected to overcome the acquired resistance that develops with 1st-generation EGFR-TKIs by irreversibly blocking not only EGFR but also human epidermal growth factor receptor 2 (HER2) dimer formation. Currently, there is an ongoing comparative study investigating the efficacy of 1st-and 2nd-generation EGFR-TKIs in lung cancer. In addition to erlotinib and gefitinib, afatinib has been reported to be responsible for drug-induced pneumonitis as a common adverse effect in clinical trials. 2, 3) Several preclinical studies have reported acute drug-induced pneumonitis after erlotinib and gefitinib use, whereas there have been no reports of the same fatal adverse effects with afatinib. In the present case, we emphasize the need for caution with afatinib use as it may result in fatal pulmonary complications.
CASE REPORT
A 78-year-old woman was admitted for dry cough and weight loss via and sputum study tests for pneumocystis pneumonia and viral pneumonia, which are frequently found in immune-depressed patients.
Moreover, pathogens such as bacteria or fungus were not detected. We planned to perform bronchoalveolar lavage, a transbronchial lung biopsy, and PCNA to exclude other infectious causes and confirm the diagnosis of acute drug-induced pneumonitis. However, the patient refused to undergo the invasive procedures. Despite the intensive care provided, which included oxygen therapy via a high-flow nasal cannula, steroid pulse therapy (methylprednisolone, 500 mg daily for 3 days), and broad spectrum antibiotics, the patients died of hypoxia aggravation on 27 September 2015.
DISCUSSION
Lung cancer is a major cause of malignancy-associated mortality worldwide, and the 5-year survival rate is as low as 15%. Widely recognized risk factors of lung cancer include direct or indirect smoking, radon gas, and asbestos.
There is no specific treatment because most lung cancer patients are diagnosed with late stage disease. Until EGFR-TKIs were introduced, intravenous chemotherapy was the only treatment option and the av- is a T790M missense mutation in exon 20, which is reported in 50% to 60% of advanced stage patients after 1st-generation EGFR-TKI use. Afatinib, a 2nd-generation EGFR-TKI, is expected to overcome the acquired resistance that develops after 1st-generation EGFR-TKI use, by irreversibly blocking, not only EGFR, but also HER2 dimerization. Currently, there is an ongoing comparative study of 1st-and 2nd-generation EGFR-TKIs with regard to treatment efficacy in lung cancer.
2,3)
Common complications associated with afatinib use include gastrointestinal and dermatologic complications such as diarrhea, vomiting, fatigue, loss of appetite, and skin rash. In addition, drug-induced pneumonitis has been reported, albeit not as frequently as with 1st-generation EGFR-TKI use. 2, 3) Acute fatal drug-induced pneumonitis was reported in several preclinical studies after treatment with erlotinib and gefitinib, and a number of meta-analyses and literature studies of drug-induced pneumonitis, including acute fatal drug-induced pneumonitis, have been conducted. [4] [5] [6] [7] [8] Contrary to the erlotinib and gefitinib results, drug-induced pneumonitis, a common complication of EGFR-TKI use, had been rarely reported with afatinib use. Acute fatal pneumonitis after afatinib use, as in the current study, has been reported in only 1 previous study. 9) It is yet unknown how drug-induced pneumonitis occurs after 1st-generation EGFR-TKI use. On the basis of the results of previous studies, we have identified a possible mechanistic link between the 1st-generation EGFR-TKI gefitinib use and drug-induced pneumonitis.
9,10)
As we mentioned above, EGFR-TKIs block EGFR phosphorylation, thus preventing injured epithelium from regenerating and proliferating. 9) In addition, when an acute lung injury occurs, expression is upregulated in order to promote regeneration of the damaged epithelium. In other words, EGFR-TKIs interrupt this damage-repair mechanism of EGFR, and if these interruptions accumulate, fatal drug-induced pneumonitis may result. 10) This mechanism was identified based on gefitinib, not afatinib, use. However, afatinib and gefitinib share common characteristics, such as EGFR-blocking functions, so we assume that this potential mechanism could also apply to afatinib.
We could not identify a specific and effective treatment for EGFR-TKIinduced pneumonitis. We found only 2 cases of gefitinib-induced pneumonitis that were cured by drug cessation, high dose steroids, and mechanical ventilation. 4, 5) These treatments were identical to those administered for general drug-induced pneumonitis. Further studies should be performed to identify the exact mechanism of, and treatment for, afatinib-induced pneumonitis.
In summary, in the treatment of metastatic lung adenocarcinoma, 2nd-generation EGFR-TKIs are expected to overcome the acquired resistance which occurs after 1st-generation EGFR-TKI use. An ongoing comparative study is evaluating the treatment efficacy of 1st -and 2nd-generation EGFR-TKIs in lung cancer. Various target treatment agents, including EGFR-TKIs such as afatinib, have been developed and are now widely used; consequently, treatment efficacy has improved and chemotherapy is no longer the only treatment option. However, the incidence of various complications, including pulmonary toxicity, which are not widely researched, will inevitably increase. Therefore, based on the results in this case report, clinicians should be aware of the potential for afatinib treatment-associated complications.
